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RESEARCH CONCEPT 

Acute and short-term testing protocols for setting NOAELs and BMDs; defining the database for 
setting various duration reference levels:. 

Current testing approaches for acute and short-term toxicity tend to be limited or nonexistent. 
Often, the only acute data available are from studies designed to determine an LD S0 or some form 
of severe toxicity, and are done for the purpose of dose-setting for longer-term (e.g., 2-week or 
90 day) studies. Some data from other studies are available and are used to derive an acute 
reference value; e.g., clinical observations in the first few days of the subchronic study may be 
helpful in setting standards. Also, developmental toxicity data are often used for setting acute 
and short-term reference values even though the exposure periods may be as long as 10 days to 
several weeks. This is because it is presumed that most, if not all, developmental effects are 
possible to induce with single exposures. However, no acute and/or short-term data currently 
are developed on the aging population. Obviously, having pharmacokinetic information 
and an understanding of the mechanism of action of the effects induced would provide more 
information on whether or not they are appropriate for acute or short-term standard setting. 

Thus, the challenge is to develop testing protocols that can be used for setting BMDs/NQAELs 
for acute and short-term exposures, and to determine how to use data from other studies (e.g., 
developmental toxicity, data in the aging population, other specific organ studies, and longer- 
term studies) in addition to appropriate adult toxicity studies. In addition, the development of 
useful mechanism of action and pharmacokinetic data to aid in understanding the best approach 
for testing as well as using these data is needed. 


PM3006518343 


Source: https://www.industrydocuments.ucsf.edu/docs/zygj0001 



